E-cadherin interacts with other E-cadherin molecules on neighboring cells to form cell--cell adhesions. E-cadherin that is not involved in these trans interactions is removed from the cell surface and replaced with newly synthesized molecules to maintain dynamic adhesions. Now, Izumi et al. (page 237) show that E-cadherins that are involved in trans interactions are excused from this endocytosis by small GTPases. Disruption of this system may free cells for migration.

FigureE-cadherin endocytosis is blocked by IQGAP1 unless actin filaments are disrupted by Lat-A.

By reconstituting endocytosis in membrane bilayers, the group shows that clathrin-dependent endocytosis removes E-cadherin that is not interacting in trans with other E-cadherins. E-cadherins engaged in trans interactions, however, activated Rac and Cdc42, which blocked their internalization. So far it is unclear how the trans interactions activate the G proteins.

The endocytic block is enhanced by IQGAP1, an effector of Rac and Cdc42. IQGAP1 cross-links actin filaments into bundles, and the group shows that F-actin is needed to inhibit endocytosis. The bundles might press up against the bilayer, thus preventing the membrane invagination needed for vesicle budding.

Because the activation of Rac strengthens cell--cell interactions, the authors plan to determine whether down-regulation of Rac at adhesion sites---and thus reactivation of endocytosis---is essential for HGF-induced cell dissociation. ▪
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